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Measurement of SCH 58235 : fleets on Cholesterol absorption in ApoE KO and Normal Mice 

Male ApoE knockout nice, age 6wks f were revived from Jackson Laboratory along with 
Rfits-matchcd C57BL/J Of* 2- 1 8-98. The mice were housed 5/cage, normal light cycle* normal dice 

On 3-6-98. 26 mice c I each variety were weighid and Housed 1/cagc in suspended wire 
cagps in rrn GB-78 with nor ») light cycle, normal die*. 

On 3-9-98 the mice \ * see reweigrtcd. Based on BW, the mice were divided into 5 groups 
for each type: Vehicle, SCH 58235 at 0,3, i, 3. and 10 mg/kg per day. 
Preparation of SCH : i 5235 soln based on 22g avg BW: 

lOmgfcfiAlay n 0.1ml com oU: 23mg/rrU * 10ml « 22mg in 10ml com oil 
3mgflcg : 3 it I of lOmg/kg soln + 7 ml oorrt oil 
lmg/fcg : 3 rr I of 3mgife soln + 6 ml com oil 
0_3mg/lcg : 2 i il of 1 mg/tg soln + 4.67 ml com oU 
The mice were gavai ; sd using a 24ga feeding needle 30 min before receiving M C- 
cholesierol(NEM,NECOU and *H-si»steroI (NEN, COS 030T). The radioactive soln was 
prepareds 

1 14|£L ^-sitosterol ■ todc ( liiO/uL in EtOH) 
1.425tpL "C-choles" 1 aol stock (40^0/mL in EtOH) 
S.7 mg cholesterol. . i igma C 8667 
5,7 mg n-sitosterol, .'Iignia, S 1270 
The soln was blown Iry under Nj 

5.7ml of corn oil wai added, wanned 10 60°G shaken for lhr 
**** o.lml dose contained ; |iQ 'H-sitostcroU OJmg cold sitosterol: liiO ^'C-cholcstcxoU and 
0,1 rag cold cholesterol Rat i oactive content was verified: 5 X IOiil counted m Bcckman LSC 

On 3-10, 3-1 h and : -12 feces were collected aind stored at -20" in LS C vials Just before 
dosing with vehicle or SCR 58235 late in the day. 

Termination of the t : merimem on 3-13 involvi-1 BW detn, fecal collection followed by CQ 2 
inactiverian, cardiac tjunctu : a blood sample, sacrifice by exsanguinatioiv removal and weight of 
the liver. 3 X -250mg piec : s of liver were put in LSC viak The liver samples were digested with 
1ml of IN NaOH at 60r ov • might, neutralized with 0. 1ml 12NHQ and counted The blood 
samples woe allowed to d tat room temp for lhr, Uien centirfoged at 1000G for 15 rain. The 
serum was ariAiy^ for ^ Fecal samples 

were analyzed for mrfioacti - ity by combusdon in a Packard Owuaer. 
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